U.S.S.N. 09/777,526 



T" Claims 



, , • ^ 6 7 and 11 and please add new claims 15-27 as indicated 
Please amend claims 3, 6, 7, ana n, <mu v 



T~k ~aZ\ A method for introducing an intact 

1. (Previously Amended) Amexnuu 

oligonucleotide into a mammal, 

me method comprising the step of orally administer^ 
t0 me mammal a chimeric oligonucleotide, me oligonucleotide 
comprising about 6 to 50 nucleotides linked via a. leas, one 
phosphorothioate internudeotide linkage and a. leas, one 
internudeotide linkage selected from the group consisting of 
aikylphosphonate, phosphorodithioate, alkylphosphonoth,oa.e 
phcsphoramidate, phosphoramidite, phosphate ester, carbamate, 
Lbonate.phospha.etrieste.acetamidate.andcarboxyme,^ 

ester, the oligonucleotide further comprising a. leas, one 2 -O-alkyl 

ribonucleotide, 

whereby the oligonucleotide is present in intad form m 

plasma at least six hours following oral administration. 

2 (Original) The method of claim 1, wherein the 
oiigonudeotide comprises a, least one alkylphosphonate 
internudeotide linkage. 

3 (Currently Amended) The method „, claim 2, wherein me 
oligonucleotide comprises a, leas, one alkylphosphona,e 
internudeotide linkage a, i,s 3' ^mtolffldJU^ 
terminal e^^s^Ml^^sm^sM- 
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4. (Original) The method of claim 3, wherein the 
oligonucleotide comprises at least two alkylphosphonate 
internucleotide linkages at its 3' and 5' terminal ends. 

5. (Original) The method of claim 2, wherein the 
oligonucleotide comprises at least one methylphosphonate 
internucleotide linkage. 

6. (Currently Amended) The method of claim 4, wherein the 
fl& yH*«I*^^ internucleotide linkage is a 
methylphosphonate internucleotide linkage. 

7 (Currently Amended) The method of claim 1, wherein the 
oligonucleotide comprises from about-feem 15 to 25 nucleotides. 

8. (Original) The method of claim 1, wherein the 
oligonucleotide is complementary to a gene of a virus, pathogenic 
organism, or a cellular gene. 

9. (Previously Amended) The method of claim 1, wherein the 
oligonucleotide is complementary to a gene of a virus involved in a 
disease selected from the group consisting of AIDS, oral and genital 
herpes, papilloma warts, influenza, foot and mouth disease, yellow 
fever, chicken pox, shingles, adult T-cell leukemia, Burkitt's 
lymphoma, nasopharyngeal carcinoma, and hepatitis. 

10. (Previously Amended) The method of claim 1, wherein the 
oligonucleotide is complementary to a gene encoding a protein 
associated with Alzheimer's disease. 
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11 (Currently Amended) the method of claim wherein the 
oligonucleotide is complementary to a gene encoding a protem m a 
parasite causing a parasitic disease selected from the group 
consisting of amebiasis, Chagas' disease, toxoplasmos.s, 
pneumocytosis, giardiasis, cryptoporidiosis, trichomoniasis, 
malaria, ascariasis, fUariasis, trichinosis, schistosomiasis infechons. 

12. (Cancelled) 

13. (Cancelled) 

14. (Cancelled) 

15. (New) The method of claim 1, wherein the 2'-0-alkyl 
ribonucleotide is a 2'-0-methyl ribonucleotide. 

16 (New) Themethodofclaiml^whereintheoligonucleotide 
comprises at least one 2'-C-alkyl ribonucleotide at its 3' terminal 

end. 

17 ^ The method of claim 1, wherein the oligonucleotide 
comprises at least one 2'-Q-alkyl ribonucleotide at its 5' terminal 

end. 

18. (New) The method of claim 1, wherein the oligonucleotide 
comprises at least one 2'-0-alkyl ribonucleotide at its 3' and 5' 

terminal ends. 

I, (New) The method of claim 18, wherein the 
oligonucleotide comprises at teas, two 2M>a!kyl ribonucleotides at 
its 3' and 5' terminal ends. 

20. (New) Themethodofclaiml^l^l^orl^whereinthe 
2'-0-alkyl ribonucleotide is a 2'-0-methyl ribonucleotide. 

21. (New) The method of claim 15, 16, 17, or 18, wherein the 
2'-0-alkyl ribonucleotide is further substituted. 
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" 5K ,. 21 whereinfter-O-^V 1 

, The method of d»» ■ • t ^ected 

too the group co rtK)xy l, caibaltoxy 

, ^.ethod.^:;- J y 

» '^ ew) otho d compos theS <ep ... 

^oa^-the^ Ugonttd eo«de, 

nUde ° ti Dri5 esatlea S «- 
^ • th e oUgonudeo.de 

^Phonat 



ends, 



aeoUdetu^co^— lW ° 
w he rein *eoh g onudeo« 

04 (New) - de linkages flan* 

olig onudeotide comp^S 

^udeoude^' t24 , wh e rei n*e W o 
- ( N e«) ***** L ro ethyU*onudeo«de, 

The method oici* 
26 - (N6W) are further substituted- 

al , y lribo,ucleoUdesareru 
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27 (New) toM****-*-******"* 

from «he group consisting of haio, hydroxy., —ethyl cya 

groups. 
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